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Set Items Description 
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? t s3/7/all 

3/7/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts . reserv. 



12687035 BIOSIS NO.: 200000440537 

Human interleukin-10 -related T cell -derived inducible factor: Molecular 
cloning and functional characterization as an hepatocyte-stimulating 
factor. 

AUTHOR: Dumoutier Laure; Van Roost Emiel; Colau Didier; Renauld 
Jean-Christophe (a) 

AUTHOR ADDRESS: (a) Brussels Branch and Experimental Medicine Unit, Ludwig 
Institute for Cancer Research, Christian de Duve Institute of Cellular 
Pathology, Universite Catholique de Louvain, Avenue Hippocrate 74, B12 00, 
Brussels* *Belgium 

JOURNAL: Proceedings of the National Academy of Sciences of the United 

States of America 97 (18) : pl0144 - 10149 August 29, 2000 

MEDIUM: print 

ISSN: 0027-8424 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 



ABSTRACT: IL- 10 -related T cell-derived inducible factor (IL-TIF 
or IL-21) is a new cytokine structurally related to IL-10 and 
originally identified in the mouse as a gene induced by IL-9 in T cells 
and mast cells. Here, we report the cloning of the human IL- 
TIF cDNA, which shares 79% amino acid identity with mouse IL- 
TIF and 25% identity with human IL-10. Recombinant human IL- 
TIF was found to activate signal transducer and activator of 
transcription factors-1 and -3 in several hepatoma cell lines. IL- 
TIF stimulation of HepG2 human hepatoma cells up-regulated the 
production of acute phase reactants such as serum amyloid A, 
alphal-antichymotrypsin, and haptoglobin. Although IL-10 and IL- 
TIF have distinct activities, antibodies directed against the beta 
chain of the IL-10 receptor blocked the induction of acute phase 
reactants by IL-TIF, indicating that this chain is a common 
component of the IL-10 and IL-TIF receptors. Similar acute 
phase reactant induction was observed in mouse liver upon IL- 
TIF injection, and IL-TIF expression was found to be 

rapidly increased after lipopolysaccharide (LPS) injection, suggesting 
that this cytokine contributes to the inflammatory response in vivo. 
? t s2/3/all 

2/3/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14414946 BIOSIS NO.: 200300408975 

Cytokine requirements for the growth and development of mouse NK cells in 
vitro . 

AUTHOR: Toomey Jennifer A; Gays Frances; Foster Don; Brooks Colin G(a) 
AUTHOR ADDRESS: (a) School of Cell and Molecular Biosciences, Medical 

School, Newcastle, NE2 4HH, UK**UK E-Mail : colin.brooks@newcastle.ac.uk 
JOURNAL: Journal of Leukocyte Biology 74 (2) :p233-242 August 2003 2003 
MEDIUM: print 
ISSN: 0741-5400 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/2 (Item 2 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14403529 BIOSIS NO. : 200300397558 

IL-21 activates both innate and adaptive immunity to generate 

potent antitumor responses that require perforin but are independent of 
I FN -gamma. 

AUTHOR: Ma Hak-Ling; Whitters Matthew J; Konz Richard F; Senices Mayra; 
Young Deborah A; Grusby Michael J; Collins Mary; Dunussi - Joannopoulos 
Kyriaki (a) 

AUTHOR ADDRESS: (a)Wyeth Research, 200 Cambridge Park Drive, Cambridge, MA, 

02140, USA**USA E-Mail: kDunussi@wyeth.com 
JOURNAL: Journal of Immunology 171 (2) :p608-615 July 15 2003 2003 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/3 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 



14399801 BIOSISNO.: 200300393830 

Characterization and analysis of the proximal Janus kinase 3 promoter. 

AUTHOR: Aringer Martin; Hofmann Sigrun R; Frucht David M; Chen Min; Centola 
Michael; Morinobu Akio; Visconti Roberta; Kastner Daniel L; Smolen Josef 
S; O'Shea John J (a) 

AUTHOR ADDRESS: (a) Molecular Immunology and Inflammation Branch, National 
Institute of Arthritis and Musculoskeletal and Skin Diseases, National 
Institutes of Health, 10 Center Drive, Building 10, Room 9N252, MSC-1820, 
Bethesda, MD, 20892-1820, USA* *USA E-Mail : osheajo@mail.nih.gov 

JOURNAL: Journal of Immunology 170 (12) :p6057-6064 June 15 2003 2003 

MEDIUM: print 

ISSN: 0022-1767 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 



2/3/4 (Item 4 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14362653 BIOSIS NO. : 200300356682 
Anti -Tumor Effects of Interleukin 21. 

AUTHOR: Nelson Andrew(a); Hughes Steven D(a); Holly Rick(a); Heipel Mark(a) 
; Johnson Becky (a); Bannink Ken (a); Holdren Matt (a); Shiota Faith (a); Yen 
Cindy (a); Kindsvogel Wayne (a); Clegg Chris (a) ; Foster Don (a) 

AUTHOR ADDRESS: (a) Cytokine and Receptor Biology, Zymogenetics , Seattle, 
WA, USA**USA 

JOURNAL: Blood 100 (11) :pAbstract No 593 November 16 2002 2002 
MEDIUM: print 

CONFERENCE/MEETING: 44th Annual Meeting of the American Society of 

Hematology Philadelphia, PA, USA December 06-10, 2002 

SPONSOR: American Society of Hematology 

ISSN: 0006-4971 

RECORD TYPE: Abstract 

LANGUAGE : Eng 1 i s h 



2/3/5 (Item 5 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14362324 BIOSIS NO. : 200300356353 

Gene Therapy in Canine X-Linked Severe Combined Immunodeficiency by RD114 

Pseudotyped Oncoretroviral Vector. 
AUTHOR: Ting Suk See(a); Hartnett Brian J(a); Linton Gilda F(a); Malech 

Harry L(a); Felsburg Peter J (a) 
AUTHOR ADDRESS: (a) Department of Host Defense, National Institutes of 

Health, Bethesda, MD, USA**USA 
JOURNAL: Blood 100 (11) :pAbstract No 427 November 16 2002 2002 
MEDIUM: print 

CONFERENCE/MEETING: 44th Annual Meeting of the American Society of 

Hematology Philadelphia, PA, USA December 06-10, 2002 

SPONSOR: American Society of Hematology 

ISSN: 0006-4971 

RECORD TYPE: Abstract 

LANGUAGE: English 



2/3/6 (Item 6 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 



14347123 BIOSIS NO. : 200300341152 

IL-21 in synergy with IL-15 or IL-18 enhances IFN-gamma 

production in human NK and T cells. 
AUTHOR: Strengell Mari (a) ; Matikainen Sampsa; Siren Jukka; Lehtonen Anne; 

Foster Don; Julkunen Ilkka; Sareneva Timo 
AUTHOR ADDRESS: (a) Department of Microbiology, National Public Health 

Institute, Mannerheimintie 166, FIN-00300, Helsinki, Finland* *Finland 

E-Mail : mari . strengell@ktl . f i 
JOURNAL: Journal of Immunology 170 (11) :p5464-5469 June 1 2003 2003 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/7 (Item 7 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14342275 BIOSIS NO. : 200300336304 

Different Repopulation Patterns in Nonconditioned Versus Myeloablated 
X-SCID Mice Following Common gamma Chain Gene Transfer. 

AUTHOR: Kume Akihiro(a); Hanazono Yutaka(a); Mizukami Hiroaki (a) ; Okada 
Takashi(a); Sugamura Kazuo(a); Ozawa Keiya(a) 

AUTHOR ADDRESS: (a) Genetic Therapeutics, Jichi Medical School, 
Minamikawachi, Tochigi , Japan** Japan 

JOURNAL: Blood 100 (11) :pAbstract No 1704 November 16 2002 2002 

MEDIUM: print 

CONFERENCE/MEETING: 44th Annual Meeting of the American Society of 

Hematology Philadelphia, PA, USA December 06-10, 2002 

SPONSOR: American Society of Hematology 

ISSN: 0006-4971 

RECORD TYPE: Abstract 

LANGUAGE: English 



2/3/8 (Item 8 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14251292 BIOSIS NO.: 200300245321 

IL-21 induces the apoptosis of resting and activated primary B 
cells . 

AUTHOR: Mehta Devangi S; Wurster Andrea L; Whitters Matthew J; Young 

Deborah A; Collins Mary; Grusby Michael J (a) 
AUTHOR ADDRESS: (a) Department of Immunology and Infectious Diseases, 

Harvard School of Public Health, 651 Huntington Avenue, Boston, MA, 

02115, USA**USA E-Mail: mgrusby@hsph.harvard.edu 
JOURNAL: Journal of Immunology 170 (8) :p4111-4118 April 15 2003 2003 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/9 (Item 9 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14220658 BIOSIS NO.: 200300214687 

Expression of the interleukin-21 gene in murine colon carcinoma cells 
generates systemic immunity in the inoculated hosts . 



AUTHOR: Ugai Shin-ichi; Shimozato Osamu; Kawamura Kiyoko; Wang Yan-Qing; 

Yamaguchi Taketo; Saisho Hiromitsu; Sakiyama Shigeru; Tagawa Masatoshi (a) 
AUTHOR ADDRESS: (a) Division of Pathology, Chiba Cancer Center Research 

Institute, 666-2 Nitona, Chuo-ku, Chiba, 260-8717, Japan**Japan E-Mail: 

mtagawa@chiba-cc . pref . chiba . jp 
JOURNAL: Cancer Gene Therapy 10 (3) :pl87-192 March 2003 2003 
MEDIUM: print 
ISSN: 0929-1903 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/10 (Item 10 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14175762 BIOSIS NO.: 200300169791 

Analysis of gammac- family cytokine target genes. Identification of 
dual-specificity phosphatase 5 (DUSP5) as a regulator of 
mitogen-activated protein kinase activity in interleukin-2 signaling. 

AUTHOR: Kovanen Panu E; Rosenwald Andreas; Fu Jacqueline; Hurt Elaine M; 
Lam Lloyd T; Giltnane Jena M; Wright George; Staudt Louis M; Leonard 
Warren J (a) 

AUTHOR ADDRESS: ( a) Laboratory of Molecular Immunology, NHLBI, National 
Institutes of Health, Bethesda, MD, 20892, USA**USA E-Mail: 
wj l@helix . nih . gov 

JOURNAL: Journal of Biological Chemistry 278 (7) :p5205-5213 February 14 

2003 2003 

MEDIUM: print 

ISSN: 0021-9258 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE : Engl i sh 



2/3/11 (Item 11 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14152535 BIOSIS NO.: 200300146564 

Human IL-21 and IL-4 bind to partially overlapping epitopes of 

common gamma -chain. 
AUTHOR: Zhang Jin-Li (a) ; Foster Don; Sebald Walter 
AUTHOR ADDRESS: (a) Biozentrum, Physiologische Chemie II, 

Theodor-Boveri-Institut fuer Biowissenschaf ten, Universitaet Wuerzburg, 

Am Hubland, D-97074, Wuerzburg, Germany* *Germany E-Mail: 

zhang@biozentrum . uni -wuerzburg . de 
JOURNAL: Biochemical and Biophysical Research Communications 300 (2) :p 
291-296 January 10 2003 2003 
MEDIUM: print 
ISSN: 0006-291X 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/12 (Item 12 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14110491 BIOSIS NO.: 200300104520 

Program death- 1 engagement upon TCR activation has distinct effects on 
costimulation and cytokine -driven proliferation: Attenuation of ICOS, 



IL-4, and IL-21, but not CD28, IL-7, and IL-15 responses. 
AUTHOR: Bennett Frann; Luxenberg Deborah; Ling Vincent; Wang I -Ming; 

Marquette Kim; Lowe David; Khan Nighat; Veldman Geertruida; Jacobs 

Kenneth A; Valge-Archer Viia E; Collins Mary; Carreno Beatriz M(a) 
AUTHOR ADDRESS: (a)Wyeth Research, 200 Cambridge Park Drive, Cambridge, MA, 

02140, USA**USA E-Mail: bcarreno@wyeth . com 
JOURNAL: Journal of Immunology 170 (2) :p711-718 January 15 2003 2003 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/13 (Item 13 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14068748 BIOSIS NO.: 200300062777 

Differentiation of human gammadelta T cells towards distinct memory 
phenotypes . 

AUTHOR: Eberl Matthias (a) ; Engel Rosel; Beck Ewald; Jomaa Hassan 
AUTHOR ADDRESS: (a) Biochemisches Institut, Justus-Liebig-Universitaet 

Giessen, Friedrichstr . 24, 35392, Giessen, Germany** Germany E-Mail: 

matthias . eberl@biochemie . med . uni -giessen . de 
JOURNAL: Cellular Immunology 218 (1-2) :pl-6 July-August 2002 2002 
MEDIUM: print 
ISSN: 0008-8749 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE : Engl i sh 



2/3/14 (Item 14 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14057920 BIOSIS NO.: 200300051949 

Primary macrophages express IL-21R and respond to IL-21 by 

proliferating and secreting increased levels of cytokines and chemokines . 

AUTHOR: Witek JoAnn(a); Reppucci Betty(a); Whitters Matthew(a); Konz 

Richard(a); Sibley Barbara(a); Calvetti James (a) ; Collins Mary(a); Young 
Deborah (a) 

AUTHOR ADDRESS: (a)Wyeth Research, Cambridge, MA, USA**USA 

JOURNAL: Journal of Interferon and Cytokine Research 2 2 (Supplement 1) :p 

S-100 2002 

MEDIUM: print 

CONFERENCE/MEETING: Joint Meeting of the International Society for 
Interferon and Cytokine Research, the International Cytokine Society, the 
Society for Leukocyte Biology, and the European Cytokine Society on 
Cytokines and Interferons Turin, Italy October 06-10, 2002 
SPONSOR: International Society for Interferon and Cytokine Research 
ISSN: 1079-9907 
RECORD TYPE: Citation 
LANGUAGE: English 



2/3/15 (Item 15 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14057916 BIOSIS NO.: 200300051945 

IL-21 up-regulates the expression of genes associated with 
innate immunity and Thl response. 



AUTHOR: Strengell Mari (a) ; Sareneva Timo(a); Foster Don; Julkunen Ilkka(a); 

Matikainen Sampsa(a) 
AUTHOR ADDRESS: (a) Department of Microbiology, National Public Health 

Institute, Helsinki, Finland** Finland 
JOURNAL: Journal of Interferon and Cytokine Research 22 (Supplement 1) :p 
S-99 2002 
MEDIUM: print 

CONFERENCE/MEETING: Joint Meeting of the International Society for 
Interferon and Cytokine Research, the International Cytokine Society, the 
Society for Leukocyte Biology, and the European Cytokine Society on 
Cytokines and Interferons Turin, Italy October 06-10, 2002 
SPONSOR: International Society for Interferon and Cytokine Research 
ISSN: 1079-9907 
RECORD TYPE: Citation 
LANGUAGE: English 



2/3/16 (Item 16 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14057912 BIOSIS NO. : 200300051941 

Role of IL-21 in the differentiation of human dendritic cells. 

AUTHOR: Musso Tiziana(a); Ernst Martin; Budagian Vadim; Cappello Paola; 

Giovarelli Mirella; Foster Don; Badolato Raffaele; Bulfone-Paus Silvia 
AUTHOR ADDRESS: (a) Department of Public Health and Microbiology, University 

of Turin, Turin, Italy**Italy 
JOURNAL: Journal of Interferon and Cytokine Research 22 (Supplement 1) :p 
S-98 2002 
MEDIUM: print 

CONFERENCE/MEETING: Joint Meeting of the International Society for 
Interferon and Cytokine Research, the International Cytokine Society, the 
Society for Leukocyte Biology, and the European Cytokine Society on 
Cytokines and Interferons Turin, Italy October 06-10, 2002 
SPONSOR: International Society for Interferon and Cytokine Research 
ISSN: 1079-9907 
RECORD TYPE: Citation 
LANGUAGE: English 



2/3/17 (Item 17 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14057909 BIOSIS NO. : 200300051938 

Expression of the novel cytokine IL-21 during acute rejection 

after clinical heart transplantation and the effect of immunosuppressive 
agents . 

AUTHOR: de Groot-Kruseman H A(a); Balk A H M M(a); Klepper M(a); van Gelder 

T(a); Niesters H G M(a); Weimar W(a); Baan C C(a) 
AUTHOR ADDRESS: (a) Internal Medicine, Cardiology, and Diagnostic, Institute 

of Molecular Biology, Erasmus MC, Rotterdam, Netherlands**Netherlands 
JOURNAL: Journal of Interferon and Cytokine Research 2 2 (Supplement 1) :p 
S-97 2002 
MEDIUM: print 

CONFERENCE/MEETING: Joint Meeting of the International Society for 
Interferon and Cytokine Research, the International Cytokine Society, the 
Society for Leukocyte Biology, and the European Cytokine Society on 
Cytokines and Interferons Turin, Italy October 06-10, 2002 
SPONSOR: International Society for Interferon and Cytokine Research 
ISSN: 1079-9907 
RECORD TYPE: Citation 
LANGUAGE: English 



2/3/18 (Item 18 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts . reserv. 

14042443 BIOSIS NO.: 200300036472 

Interleukin-21 and the IL-21 receptor: Novel effectors of NK 

and T cell responses. 
AUTHOR: Parrish-Novak Julia; Foster Donald C(a); Holly Richard D; Clegg 

Christopher H 

AUTHOR ADDRESS: (a) Department of Cytokine and Receptor Biology, 

ZymoGenetics, Inc., 1201 Eastlake Ave. E., Seattle, WA, 98102, USA**USA 
E-Mail: fosterd@zgi.com 

JOURNAL: Journal of Leukocyte Biology 72 (5) :p856-863 November 2002 2002 

MEDIUM: print 

ISSN: 0741-5400 

DOCUMENT TYPE: Literature Review 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/19 (Item 19 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14039870 BIOSIS NO.: 200300033899 

Proliferation requirements of cytomegalovirus -specif ic , effector-type human 
CD8+ T cells. 

AUTHOR: van Leeuwen Ester M; Gamadia Lai la E; Baars Paul A; Remmerswaal 

Ester B; ten Berge Ineke J; van Lier Rene A (a) 
AUTHOR ADDRESS: ( a) Laboratory for Experimental Immunology, Academic Medical 

Center, Meibergdreef 9, Ll-152, 1105 AZ, Amsterdam, Netherlands** 

Netherlands E-Mail: r.vanlier@amc.uva.nl 
JOURNAL: Journal of Immunology 169 (10) :p5838-5843 November 15 2002 2002 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/20 (Item 20 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14034421 BIOSIS NO.: 200300028450 

Interleukin 21 prevents antigen-induced IgE production by inhibiting germ 

line Cepsilon transcription of IL-4 -stimulated B cells. 
AUTHOR: Suto Akira; Naka j ima Hiroshi (a) ; Hirose Koichi; Suzuki Kotaro; 

Kagami Shin-ichiro; Seto Yohei; Hoshimoto Aihiro; Saito Yasushi ; Foster 

Donald C; Iwamoto Itsuo 
AUTHOR ADDRESS: (a) Department of Internal Medicine II, Chiba University 

School of Medicine, 1-8-1 Inohana, Chiba City, Chiba, 260-8670, Japan** 

Japan E-Mail: nakajimh@intmed02.rn.chiba-u.ac.jp 
JOURNAL: Blood 100 (13) :p4565-4573 December 15 2002 2002 
MEDIUM: print 
ISSN: 0006-4971 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/21 (Item 21 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 



(c) 2003 BIOSIS. All rts . reserv. 



14028647 BIOSIS NO.: 200300022676 

On CD2 8/CD4 0 ligand costimulation, common gamma-chain signals, and the 

alloimmune response. 
AUTHOR: Demirci Gulcin; Gao Wenda; Zheng Xin Xiao; Malek Thomas R; Strom 

Terry B; Li Xian Chang (a) 
AUTHOR ADDRESS: (a) Department of Medicine, Division of Immunology, Beth 

Israel Deaconess Medical Center, Harvard Medical School, Boston, MA, 

02215, USA**USA E-Mail: xli@caregroup.harvard.edu 
JOURNAL: Journal of Immunology 168 (9) :p4382-4390 May 1 2002 2002 
MEDIUM: print 
ISSN: 0022-1767 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/22 (Item 22 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

14006286 BIOSIS NO.: 200300000315 

A critical role for IL-21 in regulating immunoglobulin 
production. 

AUTHOR: Ozaki Katsutoshi; Spolski Rosanne; Feng Carl G; Qi Chen- Feng; Cheng 
Jun; Sher Alan; Morse Herbert C III; Liu Chengyu; Schwartzberg Pamela L; 
Leonard Warren J (a) 

AUTHOR ADDRESS: (a) Laboratory of Molecular Immunology, National Human 
Genome Research Institute, National Institutes of Health, Building 49, 
Room 4 A3 8, Bethesda, MD, 20892-1674, USA**USA E-Mail : wjl@helix.nih.gov 

JOURNAL: Science (Washington D C) 298 (5598) :pl630-1634 22 November 2002 

2002 

MEDIUM: print 
ISSN: 0036-8075 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/23 (Item 23 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

13976572 BIOSIS NO. : 200200605393 

An immune reactive subform of chronic allograft nephropathy is indicated by 
Thl and CTL effector gene activation but not histology. 

AUTHOR: Strehlau Juergen(a); Henne Thomas (a) ; Ma Naili; Lars Pape(a); Latta 
Kay (a); Ehrich Jochen H H(a); Offner Gisela(a) 

AUTHOR ADDRESS: (a) Dept. Pediatric Nephrology, Hannover Medical School, 
Hannover * * Germany 

JOURNAL: Journal of the American Society of Nephrology 13 (Program and 
Abstracts Issue) :p559A September, 2002 
MEDIUM: print 

CONFERENCE/MEETING: Meeting of the American Society of Nephrology 

Philadelphia, PA, USA October 30-November 04, 2002 

SPONSOR: American Society of Nephrology 

ISSN: 1046-6673 

RECORD TYPE: Citation 

LANGUAGE: English 



2/3/24 (Item 24 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 



(c) 2003 BIOSIS. All rts. reserv. 



13935667 BIOSIS NO.: 200200564488 

Interleukin 21 is a T helper (Th) cell 2 cytokine that specifically 

inhibits the differentiation of naive Th cells into interferon 

gamma-producing Thl cells. 
AUTHOR: Wurster Andrea L; Rodgers Vikki L; Satoskar Abhay R; Whitters 

Matthew J; Young Deborah A; Collins Mary; Grusby Michael J (a) 
AUTHOR ADDRESS: (a) Dept. of Immunology and Infectious Diseases, 651 

Huntington Ave, Boston, MA, 02115**USA E-Mail: mgrusby@hspb.harvard.edu 
JOURNAL: Journal of Experimental Medicine 196 (7) :p969-977 October 7, 2002 
MEDIUM: print 
ISSN: 0022-1007 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



2/3/25 '(Item 25 from file: 5) 
DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

13912469 BIOSIS NO.: 200200541290 

Antitumor activity of interleukin- 21 prepared by novel refolding procedure 

from inclusion bodies expressed in Escherichia coli . 
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ABSTRACT: Janus kinase 3 (Jak3) is a nonreceptor tyrosine kinase essential 
for signaling via cytokine receptors that comprise the common gamma-chain 
(gammac) , i.e., the receptors for IL-2, IL-4, IL-7, IL-9, IL-15, and 
IL-21. Jak3 is preferentially expressed in hemopoietic cells 
and is up-regulated upon cell differentiation and activation. Despite the 
importance of Jak3 in lymphoid development and immune function, the 
mechanisms that govern its expression have not been defined. To gain 
insight into this issue, we set out to characterize the Jak3 promoter. 
The 5 1 -untranslated region of the Jak3 gene is interrupted by a 3515-bp 
intron. Upstream of this intron and the transcription initiation site, we 
identified an apprxl-kb segment that exhibited lymphoid-specif ic promoter 
activity and was responsive to TCR signals. Truncation of this fragment 
revealed that core promoter activity resided in a 267-bp fragment that 
contains putative Sp-1, AP-1, Ets, Stat, and other binding sites. 
Mutation of the AP-1 sites significantly diminished, whereas mutation of 



the Ets sites abolished, the inducibility of the promoter construct. 
Chromatin immunoprecipitation assays showed that histone acetylation 
correlates with mRNA expression and that Ets -1/2 binds this region. Thus, 
transcription factors that bind these sites, especially Ets family 
members, are likely to be important regulators of Jak3 expression. 
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ABSTRACT: Interleukin (IL)-2, IL-4, IL-7, IL-9, IL-15, and IL- 
21 form a family of cytokines based on their sharing the common 
cytokine receptor gamma chain, gammac, which is mutated in X-linked 
severe combined immunodeficiency (SCID) . As a step toward further 
elucidating the mechanism of action of these cytokines in T-cell biology, 
we compared the gene expression profiles of IL-2, IL-4, IL-7, and IL-15 
in T cells using cDNA microarrays. IL-2, IL-7, and IL-15 each induced a 
highly similar set of genes, whereas IL-4 induced distinct genes 
correlating with differential STAT protein activation by this 
cytokine. One gene induced by IL-2, IL-7, and IL-15 but not IL-4 was 
dual-specificity phosphatase 5 (DUSP5) . In IL-2 -dependent CTLL-2 cells, 
we show that IL-2 -induced ERK-l/2 activity was inhibited by wild type 
DUSP5 but markedly increased by an inactive form of DUSP5, suggesting a 
negative feedback role for DUSP5 in IL-2 signaling. Our findings provide 
insights into the shared versus distinctive actions by different members 
of the gammac family of cytokines. Moreover, we have identified a 
DUSP5 -dependent negative regulatory pathway for MAPK activity in T cells. 
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RECORD TYPE: Abstract 
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ABSTRACT: The cytokine potential of developing T helper (Th) cells is 

directly shaped both positively and negatively by the cytokines expressed 
by the effector Th cell subsets. Here we find that the recently 
identified cytokine, interleukin (IL)-21, is preferentially 
expressed by Th2 cells when compared with Thl cells generated in vitro 
and in vivo. Exposure of naive Th precursors to IL-21 

inhibits interferon (IFN) -gamma production from developing Thl cells. The 
repression of IFN-gamma production is specific in that the expression of 
other Thl and Th2 cytokines is unaffected IL-21 decreases the 
IL-12 responsiveness of developing Th cells by specifically reducing both 
signal transducer and activator of transcription 4 protein and mRNA 
expression. These results suggest that Th2 cell-derived IL-21 
regulates the development of IFN-gamma-producing Thl cells which could 
serve to amplify a Th2 response. 
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ABSTRACT: The common cytokine receptor gamma chain (gammac) , an essential 
component of the receptors for IL-2, IL-4, IL-7, IL-9, and IL-15, is 
critical for the development and function of lymphocytes. Recently, a 
novel lymphokine (IL-21) and its receptor (IL-21Ralpha) were 
described which profoundly affect the growth and activation state of B, 
T, and NK cells in concert with other lymphokines or stimuli 
(Parrish-Novak, J., et al . (2000) Nature 408, 57-63). In this report, we 
show that gammac is also a required signaling component of the IL- 
21 receptor (IL-21R) using the gammac-def icient X-linked severe 
combined immunodeficiency (XSCID) lymphoblastoid cell line JT, and JT 
cells reconstituted with gammac (JT/gammac) . Moreover, we demonstrate a 
functional requirement for both gammac and the gammac -associated Janus 
family tyrosine kinase 3 (JAK3) in IL-21-induced 

proliferation of pro -B- lymphoid cells engineered to express human 
IL-21Ralpha (BaF3/IL-21Ralpha) . Retroviral -mediated transduction of 
wild-type gammac into XSCID JT cells restored function to the IL-21R, as 
shown by IL-21- induced tyrosine phosphorylation of JAK1 and 
JAK3, and downstream activation of STAT5 , in JT/gammac cells as well as 
BaF3/IL-21Ralpha and primary splenic B cells. In contrast, IL- 
21 failed to activate the JAK-STAT pathway in 

nonreconstituted JT cells. Monoclonal antibodies specific for the gammac 
chain effectively inhibited IL-21-induced growth of 

BaF3/IL-21Ralpha cells, supporting a functional role for this molecule in 
the IL-21R complex. In addition, the specific JAK3 tyrosine kinase 
inhibitor WHI-P131 significantly reduced IL-21-induced 



proliferation of BaF3/IL-21Ralpha cells. Taken together, these results 
definitively demonstrate that IL-21-mediated signaling 
requires the gammac chain, and indicate that JAK3 is an essential 
transducer of gammac -dependent survival and/or mitogenic signals induced 
by this cytokine. 
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ABSTRACT: Interleukin-21 (IL-21) , a newly described cytokine 

expressed by stimulated T cells, regulates the growth and activation 
state of several types of lymphocytes including T-, B-and NK cells 

(Parrish-Novak et. al . , Nature, in press). The biological effects of 
IL-21 are mediated through a class I cytokine receptor 

(IL-21R) that interacts with the common gamma (c) chain of the IL-2R, 
implying that IL-21 and IL-2 may activate common 

intracellular signaling pathways. However, in contrast to the marked 
proliferative actions of IL-2 on T cells, IL-21 acts both to 
modestly augment lymphocyte proliferation and as an important activation 
signal for mature NK cells. We therefore sought to compare the activities 
and early signaling events induced by human IL-21 and IL-2 in 
pro -B- lymphoid (BaF3/IL-21R/lL-2R) and cytotoxic T-lymphoid 
(CTLL2/IL-21R) cells engineered to express IL-21R. Using MTT 
proliferation assays, we found that IL-21 could support the 
growth of BaF3/IL-21R/IL-2R, whereas this cytokine had no effect on the 
proliferation of the more mature CTLL2/IL-21R cells despite up to 10-fold 
higher IL-21R expression levels in this cell line. To understand the 
molecular basis for these results, we compared the JAK and STAT 
proteins activated by IL-21 using several independent clones 
of each cell line. Using immunoprecipitation and Western blotting, we 
found that IL-2 and IL-21 induced identical patterns of Janus 
kinase (JAK) activation, leading to prominent tyrosine phosphorylation of 
JAK1 and JAK3 in both BaF3/lL-2 1R/IL-2R and CTLL2/IL-21R cells. However, 
the relative levels of STAT 3 and STATS activation varied in both cell 
lines in response to the two cytokines. Stimulation of either 
CTLL2/IL-21R or BaF3 / IL-2 1R/ IL-2R with IL-2 resulted in prominent STATS 
and little or no STAT3 activation. In contrast, stimulation of the same 
cell lines with IL-21 induced prominent STAT 3 and, to a 
lesser extent, STAT 5 activation. Thus differential activation of 
individual STAT proteins may be an important mechanism by which 
signal specificity is elicited by IL-2 and IL-21. Moreover, 
this pattern of STAT protein activation may not serve as a 
proliferative signal in more mature lymphoid populations. Taken together, 
our results begin to provide insights into molecular mechanisms 
underlying the actions of this newly discovered cytokine. 
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ABSTRACT: IL- 10 -related T cell-derived inducible factor (IL-TIF or IL 
-21) is a new cytokine structurally related to IL-10 and originally 
identified in the mouse as a gene induced by IL-9 in T cells and mast 
cells. Here, we report the cloning of the human IL-TIF cDNA, which shares 
79% amino acid identity with mouse IL-TIF and 25% identity with human 
IL-10. Recombinant human IL-TIF was found to activate signal transducer 
and activator of transcription factors-1 and -3 in several hepatoma cell 
lines. IL-TIF stimulation of HepG2 human hepatoma cells up-regulated the 
production of acute phase reactants such as serum amyloid A, 
alphal-antichymotrypsin, and haptoglobin. Although IL-10 and IL-TIF have 
distinct activities, antibodies directed against the beta chain of the 
IL-10 receptor blocked the induction of acute phase reactants by IL-TIF, 
indicating that this chain is a common component of the IL-10 and IL-TIF 
receptors. Similar acute phase reactant induction was observed in mouse 
liver upon IL-TIF injection, and IL-TIF expression was found to be 
rapidly increased after lipopolysaccharide (LPS) injection, suggesting 
that this cytokine contributes to the inflammatory response in vivo. 
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Interleukin (IL)-2, IL-4, IL-7, IL-9, IL-15, and IL-21 form a 
family of cytokines based on their sharing the common cytokine receptor 



gamma chain, gammaSUBc, which is mutated in X- linked severe combined 
immunodeficiency (SCID) . As a step toward further elucidating the mechanism 
of action of these cytokines in T-cell biology, we compared the gene 
expression profiles of IL-2, IL-4, IL-7, and IL-15 in T cells using cDNA 
microarrays. IL-2, IL-7, and IL-15 each induced a highly similar set of 
genes, whereas IL-4 induced distinct genes correlating with differential 
STAT protein activation by this cytokine. One gene induced by IL-2, 
IL-7, and IL-15 but not IL-4 was dual -specif icity phosphatase 5 (DUSP5) . In 
IL-2 -dependent CTLL-2 cells, we show that IL-2-induced ERK-l/2 activity was 
inhibited by wild type DUSP5 but markedly increased by an inactive form of 
DUSP5, suggesting a negative feedback role for DUSP5 in IL-2 signaling. Our 
findings provide insights into the shared versus distinctive actions by 
different members of the gammaSUBc family of cytokines. Moreover, we have 
identified a DUSP5 -dependent negative regulatory pathway for MAPK activity 
in T cells. 
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Interleukin (IL)-2, IL-4, IL-7, IL-9, IL-15, and IL-21 form a 
family of cytokines based on their sharing the common cytokine receptor 
gamma chain, gamma (c), which is mutated in X-linked severe combined 
immunodeficiency (SCID) . As a step toward further elucidating the mechanism 
of action of these cytokines in T-cell biology, we compared the gene 
expression profiles of IL-2, IL-4, IL-7, and IL-15 in T cells using cDNA 
microarrays. IL-2, IL-7, and IL-15 each induced a highly similar set of 
genes, whereas IL-4 induced distinct genes correlating with differential 
STAT protein activation by this cytokine. One gene induced by IL-2, 
IL-7, and IL-15 but not IL-4 was dual-specificity phosphatase 5 (DUSP5) . In 
IL-2 -dependent CTLL-2 cells, we show that IL-2-induced ERK-l/2 activity was 
inhibited by wild type DUSP5 but markedly increased by an inactive form of 
DUSP5, suggesting a negative feedback role for DUSP5 in IL-2 signaling. Our 
findings provide insights into the shared versus distinctive actions by 
different members of the gamma (c) family of cytokines. Moreover, we have 
identified a DUSP5 -dependent negative regulatory pathway for MAPK activity 
in T cells. 
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The common cytokine receptor gamma chain (gamma c) , an essential 
component of the receptors for IL-2, IL-4, IL-7, IL-9, and IL-15, is 
critical for the development and function of lymphocytes. Recently, a novel 
lymphokine (IL-21 ) and its receptor (IL-21R alpha) were 
described which profoundly affect the growth and activation state of B, T, 
and NK cells in concert with other lymphokines or stimuli [Parrish-Novak, 
J., et al. (2000) Nature 408, 57-63]. In this report, we show that gamma c 
is also a required signaling component of the IL-21 receptor 
(IL-21R) using the gamma c-deficient X-linked severe combined 
immunodeficiency (XSCID) lymphoblastoid cell line JT, and JT cells 
reconstituted with gamma c (JT/gamma c) . Moreover, we demonstrate a 
functional requirement for both gamma c and the gamma c-associated Janus 
family tyrosine kinase 3 (JAK3) in IL-21-induced proliferation 
of pro-B- lymphoid cells engineered to express human IL-21R alpha 
(BaF3/IL-21R alpha) . Retroviral -mediated transduction of wild-type gamma c 
into XSCID JT cells restored function to the IL-21R, as shown by IL- 
21 -induced tyrosine phosphorylation of JAK1 and JAK3 , and downstream 
activation of STATS, in JT/gamma c cells as well as BaF3/IL-21R alpha and 
primary splenic B cells. In contrast, IL-21 failed to activate 
the JAK-STAT pathway in nonreconstituted JT cells. Monoclonal 
antibodies specific for the gamma c chain effectively inhibited IL- 
21-induced growth of BaF3/IL-21R alpha cells, supporting a functional 
role for this molecule in the IL-21R complex. In addition, the specific 
JAK3 tyrosine kinase inhibitor WHI-P131 significantly reduced IL- 
21 -induced proliferation of BaF3/IL-21R alpha cells. Taken together, 
these results definitively demonstrate that IL-21-mediated 
signaling requires the gamma c chain, and indicate that JAK3 is an 
essential transducer of gamma c-dependent survival and/or mitogenic signals 
induced by this cytokine. 
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